gagement of the SH2 and SH3 domains to form the
Results and Discussion assembled state, triggered by the docking of the SH2
Structural Analysis of c-Abl domain to the phosphorylated tyrosine residue located
We initiated structural studies on a construct of human in the C-terminal tail of the protein (Tyr-527 in the conAbl 1b, spanning residues 1-531, which we refer to as ventional c-Src numbering).
c-Abl . Expression of this construct in baculovirusAs with the Src kinases, the SH3 and SH2 domains infected insect cells produced a protein that was myrisare both required for the proper regulation of c-Abl (Bartoylated domain and the side chain of Phe-516, and subsequent formation of Arg-153 is not compatible with phosphotyrosine interaction. In addition, the I-IЈ loop physically residues of helix ␣I occlude the SH2 docking site on the kinase domain (Figure 4 ). This suggests that a gating blocks the binding site for the residues at the Ϫ1 and Ϫ2 positions of an SH2 bound phosphopeptide. The mechanism is at work within the kinase domain in which the myristate plays a role in stabilizing the internal dockpeptide chain could not rearrange so as to avoid collision with the I-IЈ loop while maintaining the interactions ing of the SH2 domain.
The orientation of the polypeptide backbone of phosthat hold the phosphotyrosine residue in place (Figure 5) . phopeptides bound to SH2 domains is determined quite precisely by hydrogen bonding interactions between the SH2 domain and the backbone of the phosphopeptide Rigidity of the SH3-SH2 Assembly and Implications for Catalytic Control (Kuriyan and Cowburn, 1997). Arg-153 in the SH2 domain is an important element in phosphopeptide recGiven the close correspondence of the SH3-SH2 units of c-Src and c-Abl, we looked to see whether the dynamical ognition, and in the assembled c-Abl structure, the con- 
